authors request that the sequence shown in Fig. 2 of the original report should be corrected as follows. As shown schematically here in Fig. 1 A, nucleotides 1452-1504 of the original report have to be replaced by a novel sequence shown here in Fig. 1B . This correction pertains to the 5Ј-flanking region of the gene and does not affect the coding region nor any of the conclusions drawn in the original report. The fact that there was a missing sequence element was discovered and pointed out to us by Tracy L. Bale in the laboratory of Daniel M. Dorsa, Departments of Psychiatry and Behavioral Sciences and Pharmacology, University of Washington, Seattle. As illustrated in Fig.  1 A, the novel sequence has to be inserted at the location of a dinucleotide repeat, (GT) 26 , located 89 nucleotides 5Ј to the main transcriptional initiation site. Resequencing of a newly generated phage subclone as well as Southern blot and PCR analyses (not shown) confirmed that the sequence presented here is indeed part of the genomic sequence. Since this novel sequence element is itself flanked by two dinucleotide repeats, (GT) 20 and (GT) 24 , respectively, a likely explanation is that this segment was spliced out during subcloning due to recombination between the two dinucleotide repeats. This idea is further supported by the fact that dinucleotide repeats that have the potential of forming Z-DNA structures have been shown to enhance recombination in extrachromosomal DNA up to 20-fold (1). Despite the recurrence of dinucleotide repeats around chromosomal rearrangement breakpoints, their role in mediating recombination on intact chromosomes remains, however, uncertain (2).
uterus, a dramatic OTR upregulation precedes the onset of parturition. To study the molecular mechanisms underlying OTR regulation, we have isolated and characterized recombinant bacteriophage AEMBL3 genomic clones containing the rat OTR gene, using sequence information derived from a human myometrial OTR cDNA. The rat OTR gene spans >20 kb and contains three exons. A 97-bp intron is in the 5' untranslated region and a >12-kb intron interrupts the coding region between transmembrane domains 6 and 7. The promoter region lacks an apparent TATA or CCAAT box but contains multiple putative interleukin-response elements [six NF-IL6 (C/EBP8) and four APRF (STAT3) binding motifs], supporting the notion that interleukins may mediate labor induction via transcriptional activation of the OTR gene. The predicted amino acid sequence is 93% identical to the human OTR sequence but only 48% and 38% identical to the rat Vl and V2 vasopressin receptor sequences, respectively. At parturition, the OTR gene is highly expressed in the rat uterus and gives rise to at least three transcripts (2.9, 4.8, and 6.7 kb) which differ in the length of their 3' untranslated regions.
The hypothalamic nonapeptide oxytocin (OT) exerts multiple biological actions both as a hormone and as a neurotransmitter. These include uterine contractions during parturition, milk ejection from the lactating mammary gland, and induction of specific mating and maternal behaviors (1) (2) (3) . In most target sites, the number of OT binding sites is highly regulated (1, 4) . In the uterus of each mammalian species studied, OT binding sites undergo a 10-to >100-fold upregulation during pregnancy, reaching the maximum prior to the onset of parturition (1, 5) . Indeed, it has been proposed that this dramatic increase represents the trigger for parturition (5) . The recent cloning of cDNAs encoding the human OT receptor (OTR) (6) and the human (7), rat (8) , and pig (9) V2 and rat V1 (10) vasopressin receptors indicates that these receptors are a subgroup of the family of G-protein-linked receptors. As a first step toward an understanding of the molecular mechanisms underlying the dynamic control of OTR expression, we have characterized the rat OTR gene and its 5' flanking region. § MATERIALS AND METHODS Screening and Sequencing Procedures. A AEMBL3 genomic library (Clontech) was subdivided into 40 pools, and aliquots of each pool were analyzed by PCR using pairs of oligonucleotides allowing the specific amplification of different regions of the rat OTR gene (Fig. 1) . Phages from positive
The publication costs of this article were defrayed in part by page charge payment. This article must therefore be hereby marked "advertisement" in accordance with 18 U.S.C. §1734 solely to indicate this fact. pools were replated and screened with probe 1 or probe 2 ( Fig.  1 ) by established procedures (11) . Phage DNA was purified by polyethylene glycol precipitation and analyzed by Southern blotting. Exon-containing restriction fragments were subcloned in pBluescript KS (Stratagene) and sequenced on both strands by the dideoxy chain-termination method using primers corresponding to flanking vector sequences or internal rat DNA sequences.
Rapid Amplification of cDNA Ends (RACE). RACE was performed essentially as described (12) . cDNA was prepared by using 0. (Fig. 2) . The primer sequences used for the generation of probe 2 were derived from a partial cDNA clone generated by reverse transcriptional (RT)-PCR using rat uterine RNA and primers corresponding to nt 2820-2839 (Fig. 2) Screening of a rat XEMBL3 genomic library with a PCRderived 257-bp genomic fragment encoding the N-terminal part of the rat OTR (probe 1; Fig. 1 ) resulted in the isolation of two nearly identical but distinct phage clones (28-3-3 and 23-2B; Fig. 1) . A BamHI fragment of phage 28-3-3 (subclone 5-1) contained the first 306 codons. Comparison with a partial rat uterine OTR cDNA sequence indicated that the coding region was interrupted by an intron within codon 307. Since the 3' end of the coding region was not present in phage 28-3-3, the library was rescreened with probe 2 and a single positive phage clone (phage 29-3) was isolated which contained the 3' end of the intron, the remaining 245 nt of coding region, and the entire 3' untranslated region (UTR). Phages 28-3-3 and 29-3 contained 3.1 and 9 kb of intronic sequence, respectively ( Fig. 1 (18) . The motif is present and functional in the rat fibrinogen gene and a series of other IL-6-regulated acute-phase response genes (18) . Whereas NF-IL6 induction is ras-dependent, APRF activation involves a ras-independent pathway (18) .
The presence of APREs in the OTR gene promoter suggests that the acute induction of OTR expression at the onset of parturition may be a phenomenon mechanistically similar to the fast induction of acute-phase response genes. This notion is strengthened by the observations that the uterus is populated by macrophages and other specific lymphocytes (19, 20) . Specifically, at term, nearly half of the decidual cells are of bone marrow origin (20) . IL-1p released from macrophages stimulates the production and release of IL-6 by uterine stromal cells (21, 22) . Moreover, IL-1 is a central pathophysiological mediator of infection-induced premature delivery (23) , and preterm delivery can be prevented by an IL-1 antagonist in mice (24) . We amplification products with the exception of pair 1, which contained a forward primer located in the 3' end of intron 2, and pair 8, which contained a reverse primer complementary to nt 9158-9187. A reverse primer located 156 bp further upstream, in conjunction with the same forward primer as the one used in pair 8, resulted in a band of the predicted size (Fig.  4, lane 7) , suggesting that the OTR gene transcript ends between the two reverse priming sites used in pairs 7 and 8, respectively. Indeed, there is a consensus site for polyadenylylation centered at 9052 that is preceded by a CACTG motif corresponding to the consensus CA(C/U)UG (26) and followed by a GT-rich cluster starting at 9104. Use of this polyadenylylation site would result in a transcript of 6.6 kb [not including the poly(A) tail].
Expression of the OTR Gene. As shown by Northern blot analysis (Fig. 5, lane 1) , the OTR gene is strongly expressed in the rat uterus at the moment of parturition. The largest transcript detected was estimated at 6.7 kb. A probe derived from a sequence downstream of the proposed polyadenylylation site did not detect any OTR gene transcripts (lane 3). These data agree with the RT-PCR results described above. In addition, smaller bands were observed, most notably at 2.9 kb (lane 1). Since multiple potential polyadenylylation signals are present in the very long 3' UTR ( Fig. 2) , a likely possibility was that the transcripts differed with respect to the lengths of their 3' UTR. When blots were hybridized with a probe complementary to nt 5302-5795, the larger bands, but not the 2.9-kb band, were detected. (Fig. 5, lane 2) . These results suggest that the length heterogeneity of the OTR transcripts ariseS through alternative use of different polyadenylylation sites, although other, less likely explanations, such as degradation or specific cleavage of the mRNA, cannot be ruled out. The 3' UTR contains six AUUUA motifs. These A+U-rich elements (AREs) impart mRNA instability and occur typically in unstable transcripts (27) mechanisms triggering the onset of parturition under physiological and pathophysiological conditions.
